
1620 I Street, NW Suite 800

Washington, DC 20006

(202) 833-9070

FAX (202) 833-9612

March 31, 1999

Dockets Management Branch (HFA 305)
Food and Drug Administration
5630 Fishers Lane
Room 1061
Rockville, MD 20852

Re: Draft Guidance for Industry on BACPAC I: Intermediates in Drug Substance Synthesis;
Bulk Actives Post-approval Changes: Chemistry, Manufacturing, and Controls Documentation
[98D-0994]

Dear Sir or Madam:

On behalf of the Science Committee of the Generic Pharmaceutical Industry Association
(GPIA), I would like to submit comments to you on “Draft Guidance for Industry on BACPAC I:
Intermediates in Drug Substance Synthesis; Bulk Actives Post-approval Changes: Chemistry,
Manufacturing, and Controls Documentation”, 63 FR 229, November 30, 1998.

GPIA is comprised primarily of manufacturers of generic medicines and suppliers of bulk active
drug substances, as well as providers of technical services, to these firms. Most of our members
will be directly impacted by the implementation of the subject guidance.

We, therefore, respectfully submit the attached comments prepared by a special taskforce of the
GPIA Science Committee. Members of this taskforce represent both product manufacturers and
bulk active substance suppliers, and foreign as well as domestic interests.

We would appreciate careful consideration of these comments as the drail guidance is finalized.

Sincerely,

Alice E. Till, Ph.D.
President

cc S. Hyden, Chair GPIA Science Committee
L. Lin, Chair BACPAC I Taskforce
K. Srinivasachar, CDER, FDA



RESPONSE TO FDA
DRAFT “GUIDANCE FOR INDUSTRY BACPAC k

INTERMEDIATES IN DRUG SUBSTANCE SYNTEESIS (NW’EM1311R1998)
BULK ACTIVES POSTAPPROVAL CHANGES:

CHEMISTRY, MANUFACTURING, AND CONTROLS DOCUMENTATION

The GenericPharmaceuticalIndustryAssociation(GPL4)would like to take this opportunityto
commenton the Draft “Guidancefor Industry - BACPACI: Intermediates in Dmg Substance
Synthesis(November 1998)”. We appreciatethe effortsput forth by the R4CPAC Work Group of
the Drug SubstanceTechnicalCcunmitteeand the directionsprovided by the CJ3ER/CMV
Chemistry& ManufacturingControls Coordinationcommittee, We think this is a usefidguidance
to the industry and agree with many iiSpt3GR3 of FDA’scumentthinking on postapprmudchangesfor
the manufactureof intermediatesin drug substancesynthesis. There am, however, severalparts of
the documentsthat we beheveneed clarificationador modification

Part L General Cclmments
The following general comments are applicable to several sections of the guidance:

1. Common Nomenclature
We recommendthat the standardKM nomenclaturebe employedwhenever
possible. For examph the guidanceshouldconsider the use of the term “Active
PharmaceuticalIngredient(API)”h place of “hug Substance(DS)”.

2, General Readability
We believe13ACPACI as written can be quite confusing. It is recommendedthat
a summarytable be incorporated to ensure that the regulatory and technical
requirementsam clearlyunderstood.

3, Introduction
The guidanceis focused on post-approvalchanges,but does not address
specifically“TentativeApprovals”. We recommendthat BACPACI be applied
to TentativeApprovals.

4, General Considerations
We recommend,throughout the doournent,to replace the requirement for
“submissionof at least three postnmdificationbatches” to “submissionof on.~
P s~ edificationbw’ in all cases where equivalenceis demonstratedin the final
~g !hbstarwewhen compared to a sudicient range of premodificatioriKworical
data, We fbrther recommenda DMF filingrequirement of ONEbatch covering
BACPACI changeswhichresult”w ecm.ivalenc&,allowingan AR or CJ3E
submissionby the applicant, We support the reaxnmendation with the follcwing
comments:

A) As FDA Gorrectlypointed out in BACPACI @es 57 thru 59);
“Thisguidauceis Iimitedto Ghangesmade up to and including
the fumlintermediatebecausethese earlymodificationsam
generallyviewed as less likelyto have an adverse impact on the
drug substanceand, consequently,cmthe finisheddosageform,”
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INTERMEDIATES IN DRUG SUBSTANCE SYNTHESIS (NOVEMBER 1998)

B)

c)

D)

E)

F)

G)

w

“BAC~, referring specificallyto pm-approval changes,is
expeeted to carry the assurancethat the manuhxuring process
of the finalDrug Substancehas been validated,prior to the
proposed post-approval change(s).
The process validationand original developmentwork
(premcdification)carry with it, the manufacturer’s
understandingof the synthesis,equipmentand final drug
substance.
Actualimplementationof a BACPACI change (in om..bat.ch)
carrieswith it prior evaluationof the intended changeby the DS
manufacturer,an understandlnpjof the process, a high degree of
assurancethat the proposed changewillnot have an adverse
impact on the drug substance and consequently,the finished
dosage form, and equivalenceis intended to be.demonstrated.
The fixm~ shouldtherefore, not be cmrepetitive batches,but
rather the manufacturer’sabilityto confirmequivalencein the
post-modificaticmbatch.
As FDA points out in lines 167 thru 172, “pilcnbatches”can be
used to demonstrate equivalence,allowingthe “commercial
batch data to be kept on file at the manufacturingsite”, Yet,
ScaleChanges(lines 286 t!uu 291) require submissionof three
pwtmodification batches in the new male.

The BACPACI document should clearlystate that the pre-
changeprocess has been validated and used as the comparison
for equivalence in the ONE post-change batch (including other
batch history - when available). The dcwumemappearsto
cover“pilot” batches or other instanceswhere the DS could
potentiallyNOT have been previouslyvalidated,whichis why
written cmdirmationneeds to be includedclearlycovering
requirementsfor a pre-changevalidated process VS,onewhich
maynot have been validated,
To implythat three post-changebatches area 13MFfiling

requirementis an unnecessaryburdeq particularlywhenthe
Dhff itself@re-change) requires batch data for one lot (e.g.
Master Batch IUwordand Executed Batch record),
13ACPAC1covers changeswhich are least Iiiely to impacttht
finaldrug substanceand include a requirement fir equivalence
(at the stage of chang~ when possible and in the finalIX}. AS
such, this document is meant to provide for a less burdensome
method of filing which is not achievedwhen requiring
submissionof data for 3 post-change batches. That requirement
(for 3 batch data) would be more appropriate when considering
changesto be covered under BACPACU.
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INTERMEDIATES IN DRUG SUBSTANCE SYNTHESIS (NOVEMBER 1998)

Part II. Sufscif’w c CMnments
The followingspecificcmnm.entsare identifiedwith the page number and linenumbersin
the draft guidance:

L INTRODUCTION

Cmnment #1: Pa~e 1 Lines 7-8
We suggest that the word “used”be inserted afler “intermediates”to clarifythe
relationshipof intermediatesto the syntheticpathway.

comment #2: Piue 2 Lines 21 -24
We suggest that the phrase “for speGifiedpostapprova.1changes”be moved after
the word “information”to improve clarity of the sentence.

&omment#3: Page 3 Lines 38-39
For clarity,we suggest that the sentence “For changes files as a chungesbeing
effeciedsmppfement(21 CFR 3 14.70(G)and 514,8(d)(3)), the FDA may, after a
review of the supplemental information, decide that the changes are not.
approvablc, ” be modified to read:

“For changesfdes as a chcmgesbeing ej$ected supplenwat (21 CFR 3 14,70(c)
and 514.8(d)(3]), if the Agencydoes not think the data provided have met the
C13Efilingrequirement%the FDA willnotifythe firmwithin 30 days that the
changes cannotbe implementedas such until a supplementalapplicationis
submittedand approvedby the Agency, Justificationfor rejecting the C13Ewill
also be provided,”

II, GENERAL CONSIDERATIONS

Comment#4: Pa~
It is recommendedthat the phrase “changesmade up to and includingthe lid
intermediate”be changedto read “changesmade up to and includingthe step that
produces the finalintermediate”. Thiswillmake it consistent with the phrase
“changesinvolvingthe syntheticsteps up to and includingthe.step that produces
the finalintermediate”on Page 2 Lines#14 -1 S.

Comment #5: Parze3 Line 77
It is recmnrmmdedthat the phrase “andprovide ccmfwrnationthat the
requirementsof BACPACI have been met” be inserted between the phrases “the
type of fling recommended”and “fortheir respective drug applications”.
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Km ASSESSMENT OF CHANGE

Comment #6: Pue 5 Lines 123-124
Since these earlymodificationsgenerallyare less likelyto have an adverse impact
on the APLamdconsequently,cmthe finisheddosage fonq it is recommended
that the followingsentence: “Thelevel of impuritiesshould be assessedby
comparingthree pmtmod.ificationbatches to the range ~f historical data fhm ten
premodificationbatches,” be changedto read; “Thelevel of impuritiesshouldbe
assessedby comparingone postmodificaticmbatch to the range of historical data
Ilom 3-10 premodificaticmbatches,”

Comment #7: Pace 5 Lines 128-129
It is recommended that the following phrase: “The impurity profile will be
considered equivalent afhx a given change if at kast three postrnodification
batches of either an isoiated intermediateor the drug substance am
evaluated..,,.” be changedto read: “Theimpurityprofile will be wm.sidered
equivalentafter a given changeif one postmodificmionbatch of either an isolated
intermediateor the drug substanceis evaluated,,,, “,

III-A. Equivalence of Impurity Profdes

Cmn.ment#8: PE5L1. “nes 131-140
In additioq it is recoa=ended that a provisicm (like the one shown below) be
added to the end of this paragraph to allow for good science as appropriate:
“When equivahce of impurityprofilesin the finaliuternwdiate cannot be
demonstrated,equivalenceof the impurityprofles in the AH should be well
characterizedto ensure that the observabledifferencesin the final intermediate
do not carry over into the API.”

comment #9: Pages 5-6 Lines 143-147
For clarity and ease of use of this guidance, it is recommended that key points of
the applicable parts of ICH guidanceQ3AImpurities in New Drug Substances
be spelledout here.

Cmnrnent##10: Page 6 Line 152
It is suggested that the phrase “the stated limits” be changed to “the established
limits”,
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co- ent#11: Pw e6 Lines 167-168
Itis recommendedthat the bullet statement: “Changesin process,
specifications,or equipmentmaybe evaluatedusing data from pilot scale
batches. If equivalenceis demonstratedby using pilot batches, the $rst
commercialbatch should also be evaluatedfor equivalence.” be changedm read;
“Changesin process, specifications,or equipmentmaybe evaluatedusing data
tkompostmodi@aticmpilot scalebatch(es), If equivalenceis demonstratedby
using pilot batch(m), the fist cmnmercid batch should also be evaluatedfor
equivalence.”

IU-13. Equivalence of Physical Properties

Comment#12, Page7 Lines 188-191
It is recommendedthat the phrase “thepossibilityof such changes in physical
properties shouldbe considered”be changedto “thepossibilityof such changes
in physicalproperties shouldbe consideredand verified if appropriate”,

The phrase in the last sentence: “unlessequivalenceof the impurityprofilecan
be demcmstratedprior to or at the finalintermediate”shmdd also be deleted.

cQImn&lt#& Pa~e 7 Line 194-196
It is recommendedthat the sentence: “Thephysicalproperties of the drug
substancewillbe consideredequivalentafter a given changeif at least three
postrrmdiiicationbate+besof the drug substanceam prepared” be changedto
read: ‘The physicalproperties of the drug substancewill be considered
equivalentafter a given changeif one postmodifieationbatch of the active
pharmaceuticalingredientis prepared”,

W. TYPES OF CHANGE

IV-A. Sitej Scale, and Equipment Change

1. Site Changes

Comment#14; T@!e 9 Line 241
It is recxxnmended that the phrase “data cm at least three batches” be
changed to “data on at least one batch,

2s Scale Change

cop ent #15: Page 10 Line 287
It is recommendedthat the phrase “data on at least three batches”be
changedtg “data cmat least one batch,
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IV-B. Specification Changes

2. other Specification Changes

Comment#16: F%gc 14 Line 372
It is recommended that the phrase “data on at least three batches” be
chaoged to “data on at least’one batch”.

comment #17: Page {4 Line 375
It is recommendedthat the phrase “Vdldatian data” be changedm
“Methodvalidation data”,

Comment#18: Pafze 14 Lines 397-39$
The sentence: “In those situations, the appropriate review division(s)
shcndd be contacted for cmwurrence.” should be deleted,

Iv-c* Manufacturing Process Changes

1. Changes That Do Not Involve New Starting Materials
or Intermediates

Comrllent.#19: Pww 14 Line 406
In order to provide guidance to the in@xwIYwith regard to changes
in catalysts, it is recommendedthat the word “catalysts,”be inserted
between “reagents,”and “processparameters”,

Cmllment#20: Pafze 15 Line415
It is recommendedthat the phrase “data cmat least three batches”be
changedto “data on at least one batch”.

cCmlnlmt Ml: _JQga q 15 Line417
It is recommended that the phrase “Validationdata” be changedto
“Methodvalidationdata”.

2, Changes in th~ Route of Synthesis in One or More Steps
Involving Different Starting Materials and/or
Intermediates (exmpt the final intermediate)

comment ?$22: Page 16 Lkm45.4
It is recommended that the phrase “data on at least three batches” be
changed to “data cmat least one batch”.
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cclmment #23: Page 16 Line 456
It is recommended that the phrase “Validation data” be changed to
“Method validation data”,

3* Changes in which an Intermediate Is Redefined as a
Starting Material

Comment #24: PaE?e~
The ”,” at the end of the sentence should be deleted.

~ #25 “
It is recommended that the phrase “data m at least three batches” be
changed to “data on at least one batch”.

CmnmexIt#26: Paue 18 Line511
It is recommended that the phrase “Validation data” be changed to
“Methnd validation data”.

ATTAC2-NI’ B. GLOSSARY OF TERMS

cornrneq&#27:,,, ,,Pzwes22-24 Lines 568-644
(QIJgj& Comment.)
We suggest that the commonglossaryof terms shownin
Attachment B be compared against the definitions listed in the
March 1998 FDADraft Guidancefor Industry “Manufacturing,
Processing, or HoldingActivePharmaceuticalIngredients”for
consistency,

comment #28: ,Paae 22 ~we !iubstg,nce Linq 576
It is recommended that the term and description of “Drug Substance”
be replaced by “Active Pharmaceutical Ingredient”.

gommen t #29: P4ge 22..Finxl .Interrnediate Lines 58(I -584
It is recommended that the followingsentencebe added to the end ~f
the description: “ha convergent synthesis- in which two isolated
intermediatesare being reacted together to form the API molecule-
bath intermediateswould be definedas finalintermediates.”

Ccmumnt #30: Page 22 Historical Data Line 589
It is recommended that the phrase” 10 rewnt batches” be Changedto
“3 -10 batches”,
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~ ines 628
It is recommendedthat the term and description of “Raw Material”
be insertedhere, We believethe definitiongiven in !he March 1998
FDADraft Guidancefor Industry “Manufacturing,Processing,or
HoldingActivePharmaceuticalIngredients” is adequate:

Raw Material: Any ingredient intended for use in the production~f
APIs. These mayinclude starting materials,process
aids, scdvenwand reagents.

Comment #32: Pam 24 Lines 628 -63Q
It is recommended that the term and description of “Synthetic Drug
Substance” be replaced by “Synthetic AcAve Pharmaceutical
Ingredient”,
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